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with the reported ability of al antagonists to suppress raphe neu
ronal activity. Desipramine did not reverse the inhibitory effect of
ziprasidone. Oral (PO) 3.2 mg/kg ziprasidone and clozapine had no
effect on dopamine release in the striatum (STR) of awake rats, but
increased dopamine release in the prefrontal cortex (PFC) to 160%
180% of basal levels. Ziprasidone enhanced STR dopamine release
after doses of :::: IO mg/kg PO, but still preferentiaIly increased
PFC dopamine release. Olanzapine produced similar increases in
PFC and STR dopamine release. Pre-treatment with WAY-100635
(0.1 mg/kg subcutaneous; SC) inhibited the PFC dopamine release
induced by 10 mg/kg PO ziprasidone by 80% and that induced by
3 mg/kg SC c10zapine by 60%, but had no effect on olanzapine
induced PFC dopamine release. These results show that ziprasidone
and clozapine, unlike olanzapine, act as 5HTIA agonists in vivo.
5HTlA agonist effects may contribute to the beneficial clinical
effects seen in patients and could offer advantages over agents for
the treatment of schizophrenia that do no activate 5HTlA receptors.
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This 7-day, randomized, open-label study compared the efficacy
and tolerability of the rapid-acting intramuscular (1M) formula
tion of the novel antipsychotic, ziprasidone (n = 90), with 1M
haloperidol (n = 42) in the treatment of inpatients with acute,
non-organic psychosis. Patients received up to 3 days of IM
treatment foIlowed by oral therapy until the end of the study.
Doses, flexibly adjusted according to clinical need, were as foIlows:
ziprasidone IO mg 1M on entry, followed by 5-20 mg 1M 4-6
hourly (maximum daily dose, 80 mg); then by oral ziprasidone
80-200 mg/day or haloperidol 2.5 mg 1M on entry, foIlowed by
2.5-10 mg 1M at 4-6 hourly intervals (maximum daily dose, 40
mg); then by oral haloperidol 10-80 mg/day. The mean number
of 1M injections administered was 3.9 for ziprasidone and 3.4 for
haloperidol; the mean 1M doses at the last injection were I I.7
mg and 4.6 mg, respectively. The mean reduction in BPRS at
the last observation on 1M treatment was numerically superior
with ziprasidone (-6.2) compared with haloperidol (-3.2). This
difference was maintained at endpoint. Ziprasidone was associated
with a lower incidence of adverse events during 1M treatment and
during the entire study compared with haloperidol. Most notable
was the lower incidence of movement disorders associated with 1M
ziprasidone. Anticholinergic therapy was administered to 14% of
those on ziprasidone and 48% of those on haloperidol during the
study. Simpson-Angus and Bames Akathisia scores improved from
baseline with ziprasidone at both the last observation on 1M therapy
and at endpoint in contrast to the marked deterioration observed
with haloperidol. Similarly, the mean AIMS score improved with
ziprasidone and deteriorated with haloperidol. The results of this
study indicate that rapid-acting 1M ziprasidone was effective in
reducing the symptoms ofacute, non-organic psychosis. Moreover,
ziprasidone was better tolerated than haloperidol, particularly in
assessments of movement disorders. The transition from 1M to
oral ziprasidone was well tolerated with further improvement in
efficacy.
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This prospective, randomized, double-blind, placebo-controIled
study in chronically ill, stable patients living under medical su
pervision, compared ziprasidone 40 mg/day (n = 76), 80 mg/day
(n = 72), 160 mg/day (n = 71) and placebo (n = 75) over I
year in the prevention of acute exacerbation and treatment of
negative symptoms of schizophrenia. Written, informed consent
was obtained for all patients. Efficacy was assessed using the
PANSS and GAF. To evaluate prevention of acute exacerbation,
an end-point of impending relapse was prospectively defined.
Patients meeting the criteria for impending relapse were withdrawn.
Kaplan-Meier survival analysis demonstrated that the probability
of experiencing an acute exacerbation at I year was significantly
lower in the ziprasidone 40, 80, and 160 mg/day groups (40.5%,
34.6% and 35.8%, respectively) compared with placebo (70.8%; P
= 0.003, P = 0.001 and P = 0.001, respectively). Ziprasidone was
associated with a clinically and statistically significant improvement
in negative symptoms over the course of the study compared with
placebo (P < 0.05). There was a small early improvement with
placebo with no change occurring after 6 weeks. By contrast,
in patients treated with ziprasidone, negative symptoms generaIly
continued to improve throughout the study. There was also a
statistically significant improvement in positive symptoms and
in PANSS depression factor with ziprasidone, and a substantial
and significant improvement in GAF compared with placebo at I
year. The tolerability of ziprasidone was exceIlent. Mean changes
in movement disorder assessment scales with ziprasidone were
indistinguishable from placebo. Ziprasidone was not associated
with weight gain. This study demonstrated that ziprasidone pro
vides long-term improvement in negative symptoms, prevents acute
exacerbation of schizophrenia, is very well tolerated and improves
global functioning.
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This 24 h, randomized, double-blind study compared the efficacy
and tolerability of fixed-dose, 1M ziprasidone 2 mg (n = 38)
and 20 mg (n = 41) in hospitalized patients with psychosis and
acute agitation. After the initial 1M dose, up to three subsequent
doses could be administered a minimum of 4 h apart, if required.
Efficacy was assessed using the COl and PANSS and the seven
point Behavioural Activity Rating Scale (BARS), a novel measure
of agitated behaviour ranging from I (difficult or unable to rouse),
through 4 (quiet and awakelnormallevel of activity), to 7 (violent,
requires restraint). After each dose the BARS was rated every IS
min for the first hour, each 30 min for the next hour, then hourly
until the next injection or endpoint. The mean AUe for BARS
at 2 h and at 4 h after the first injection was significantly lower
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